AMENDMENT 



Spftcification: 

Ple^ insert a paper copy of the sequence listing after the Abstract in the above- 
captioned paten, application. A contputer readable fomr copy (CRF) copy of the sequence 

listing accompanies this response. 



Please amend Tab le 1 on page 20 as follows 

Table 1 



Primer pairs used for PCR amplification ofjapamyd PKS cassettes. 



All primers are listed from 5' to 3'. 



Module 

rapATZ 



rapKR2 



rapDH/KR4 



Primer 

forward: 
reverse: 



forward: 



reverse: 



forward: 
reverse: 



rapDH/ER/KR1 forward: 

(left half) reverse; 

rapDH/ER/KR1 forward: 

{right half) reverse: 



mAGATCTGTG TfCGTCTrCCCGG 
™GCAGCCAGTACCGCTGGTGCTGGAAGGCGTA 

(RFQ ID N0:2) 

TTTCTGGAGGAGGGCACGGACCGGGCGACTGCGGG 
T 

^^^S^CCGGCGGCAGCGGGCCGCCGAGCAAT 
(SFQ ID N0.4) 

TTCTGCAGAGCGTGGACCGGGGGGCT (SEQl^y^^ 
TTTTCTAGAGTCACCGGTAGAGGCGGGCCT (SEQID 

N0:6) 

TTTCTGCAGGGCGTGGACCGGGCGGGTGCC (SEQID 

tSStCGAGCACCACGGCCGCAGCGTCACC ISEQJD 
N0:8> 

TTTCTCGAGGTCGGTGGGGAGGTCCAGGAT (SEQID 

mCTAGAATCACCGGTAGAAGCAGCCCG (SEQID 
NO: 10) 



Please amend the paragraph, begimiing at page 20, line 3, as follows: 
F^l irnt nf PF^« ^^"^"l'^^ Rap f^myrin PKS Cassettes 
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Replace,„e„.otDEBSD™R/KR4.Aponionoftee,ytoomyc..ge„eot 

module 4 (eryDH/ER*R4)w ^ f^„,^,,„f„i„(rapDHflCR4). The 

.he firs, rapamycta module («P°"^ ^,5^3„„,,. ^ aouor plasmid 

,eplae=me„t utilized fte technique of Kao al. Scnce ) ^ 
«sprep.edbyfi.tan,phfyingUhp.eglon.f.a^B.he» 

4 •K.^^nFxamDlel were inserted into the PstyXbal sites, mere p 
descnbedmExampl 1 ^^.^^ technique resulted 

described in Preparation A. The in vivo (eryDH/ER/KR4 
. -A TCOSOll l9(eryDHmR/KR4-^rapDH/ER/KRl)andpKOS011 21 (eryU 
plasmid pKOSOl 1-19 (eryD ^^^^ .^^^^^^^^ .^^^ ^^^3 

rapDH/KR4). The junctions at which the Pstl ana ad 

bothvectorsareasfollowslSE^IDNOSdM^ .CTAGAGCGGTGCAGGCGGCCCCG 
GAGCCCCAGCGGTACTGGCTGCAG rap cassette TCTAGAGCG 




Please amend the paragraph, beginning at page 2 1 , line 1 9, as follows: 

These fragments were then cloned into a pMAK705 derivative m which the muU ple 

...Xegil 

BamHI/PstlfortheleftflanKandXhal/Nsilforthenghtfl^^^^^^ 

..ePstmalsitesoftheaboveplasmidto generate donorplas^^^^^^^^^ 
protocol. TheresultingPstlandXbaljunctionsengineeredintoDEBSareasfo 

NQSllHS}-- TCTAGAGACCGGCTCGCCGGTCGG 
GAACACCAGCGCTTCTGGCTGCAG rap cassette TCTAGAGAC 
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(Kao e, al J A. CUe. Soc '^'J^^^J^ ^ ,„^eered DEBS/rapAT. 

BgUl/Pstl fragment contammg rapAT2 was ^ gg£ffiIjasn2iQl: 

AduplexoligonucleoUdetoker(ARdx)wasa ^ 
.,.«ve.dedo.a^.Two..«.oUg— 
,«C0GACCGCACCACCCCTCaTOA^^^^^^^ 

«,e designed to generate Psfl and X p ^„„^„i„, 
,.„,er was Hgated into tire Pstl- ^W-S'tes of * ^^^^^^ 
^eappropriateieft-andrig..— regro.— 

rt:!:rrd:!r:r.:ro^^^^^^^^^^ 

domain to be exciseu. « r . , • j ^ri^ i to obtain 

, KOSon 13 (eryKR6->aRdx) and with recipient plasnudpCKB to obta 

;:o::C^ild., .esep.as„tidsgenerated,w.n.ra..r„ed.toS. — . 
S9;,theieUdes..-n.b,eand5-4a.MnPisure5,respecnve.. 

^.p!::nr:odn.e.u.o.e.-.— ^ 

TT, & rp 9 is essentially intact and is foUowea oy mc 
module 6 (ACP-6). Thus ACP-2 is essent y originating 

ArP 6 and the TE. Plasnud pCK12 contamea ery^ 
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^ A Uiinn between the carboxy-terminal ends of ACP-2 and ACP-6. 
fl994) SMpm) except for a deletion between mcLoi / „ , . 

(iyV4), sup ) P of DEBS3. An S/^el site is 

The fusion occurs between residues L3453 oi vcd^v cuiu v 

present between these two residues so that theDNAsequence at the fusion IS 

CTCACTAGTCAG (SF.n TP N0.231. 

Please amend the paragraph, beginning at page 25, line 7, as follows: 

The 1 .2.3.4.5.TE PKS in pCKl 5 contained a fusion 76 amino acids downstream of 

tbe p-ketoreductase of module 5 (KR-5) and five amino acids upstream of ACP.6. Thi^t e 

1 „^r.ftv,p non-conserved reg on between KR-5 and 
fusion occurs towards the carboxy-terminal end of the non conserve g 

.a 6 P..»d pCK.5 contained e^A DNA originating fton, pSl (Tn. e, ai Gene (1 90 
7L pCK,5 s a derivaUve of pCK7 (Kao . Sc.„« (1994), su,ra, and was — ed 
I H «ons»teg,descri.edea..i.(KaoeM/.Sc.^^^ 
rK,3isid».cai.opCK.wi*.e.cepUonofad=.aon..eenKK.S-^^^^^^^ 

ooenrs between residues G,37. and A2S02 of DEBS3, and tite insetuon "^'^^'^^^"^ 
„conta„.nga..anan>,c,n— e,ene(O.A....^o/-K^ 

that tlte DNA sequence at the fitsion is OOCCOCGCC mmmm- 
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